
Bonorakle.Joseph D. Early 
House of Representatives 
Washington, D.C, 20515 

Dear Mr. Early: 

Thank you for your Letter of August 2, 1977, &I behalf of MIX‘. James G. 
Affleck, chairman and, president of AmM.ca~ Cy d< ,company $ concemhg 
tetracycline antibiotfcs. 

Mr, Affleck's statement thy% the Commissionor of Food and Drugs has 
announced the intent%on of banning the use of.te&ac~cLfne antibiotics 
in Livestock and poultry feeds is incorrect 4s are a‘number of other 
statements in his letter. 7&e herfcap Cyan*d Conipd~y's widescale 
effort to discredit, the Com$Sssioner's announced inte~~t.ions has utilized 
numerous inaccurate. and. mfsJ;&ading statemen&& We appreciate the 
opportunity to respond:to the issSues addressed in $45 Affleck's letter. 

The announced intentions of,the Commissioaer to restrict certain uses of 
chlortetracycline and oxytetracye5ine in an&ma,1 feed-are expected to be 
published as proposals "in t&e %adaral~Reg%ster later this summer. No 
unilateral aetion.wU.IL be taken,by the~'Fodd and Pm@ Administration, 
The proposals, offer$ng opportunity fo% public-comment, wi&J. address in 
detail the scientific basis.upon which &tion %m the, interest of the 
pubfic health should be in-it&al&. ThcqMzfu~ analysis, of the contents. 
of the proposals will be welcomed from &lE pubU.c‘se&ents j.ncluding the 
scientific, agr&cultural and agrf-business ~~~~~ias~ 

The proposals concerning terracyc5ine +&biotic drugs will be to with- 
draw subtherapeutic uses fox which there are al$erna&ive drugs being 
marketed. Therapeutic uses‘of the tetraeycl&es in animal febds &d 
nontherapeutic uses for which there are no altornat&e drugs avbailable 
will be retain&for use by the-livestock industry. Effective &Jternative 
drugs available for the uses of tetracyclfnes Sinclud@ bacitracfn (zinc 
and methylene. disalfcylate), erythromycin, bambetiycin, carbadox, 
oleandomycin, tylosin,. poloxalene, sulfaq*oxaTLLne, Eygromycin 8, ’ 
sulfadimethaxine-ormetopxim+ arsanilic a&d, roxarsom&* carbarsone, -.., 
arsanifate sodium, lincomyrcin, monensin, virginiamyciu. Some of these 
alternative drugs could became subject to-add&5,onz& restrictions in the 
future, but.many of them have b&en shown1 to be safeunder the cri%eria 
under which the tetracyclina,drugs have failed ta.meet. 

The Agency discussed the us? of antibiotics in an;Lmal .feeds with the 
National Advisory Food and ?rug Committeit..(NAF"DC) in June 19'75, The 
NAFDC requested that it assist in the pdlicy-n&%ng -decisions on the 
issue. Since the NAFDC is rather broa$ly,based &n metiership, representing 
several profession& disci&ines and cunsumers, (List of members enclosed), 
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the full Committee reqmnendsd that a S~b~~~~tt~e on Antibiotics- in 
Animals Feeds be formed-wz&th.,expert consultants to' cotis&der more definitively 
the scientific, technical. and pubUc heakzl;th issues; The members appointed 
to the Subcommittee~were Dr,. J. E. tios&or, ~ep-~~~~n~ of Surgery and 
Medicine, College: ofVeter%nary Medicins, .Xansa State University; 
Dr. Nelson Fernandes, Dep&t$ent of Biochem$stry snd~Nutrition, School 
of Medicine, University of Puerto Rico; and Ms. Cax@ZL@ PIaney, Consumer 
Concepts Management Consultants,. They were assisted their deliberations 
by four reco.gnized,expert consultants fn the area o'f 
Dr. George Poppenslek, %oJJ.ege of Veterigmzy Eeed&e;faa, Cornell Univers~ity; 
Dr. William Flatt, Dir&tar, ,~riculture..E~erihmentaid Station, University 
of Georgia; Dr. Edward.-?bok; Jr., Departmexxt og Medicine, University of 
Virginia School of Medfcine; and Dr, St~~~y.~~~~uw~ 
MScrobiology, University. of Washington~ The actual. 
deliberations on the issue, therefore, were the membarsof the Subcommittee 
and their consultants. 

The Subcommittee issued fts final report to thq .p&ent NAFDC after 
intensive deliberations on J%nuary 24, 1977. okt contained 
rather specific recommendat%&ns.about the use cillin and the 
tetracyclinea. Enclosed is a copy of Commiss dy's April, 15, 
1977 statement to the N$.FDC which summqriz&d the Subcommittee's pertinent 
recommendations as welJ. as ,fu.lly explaining,tho rationale for adopting 
its reconrmendations. 

As has been indicated, the parent NAFDC aocepfild the recommendations of 
the Subcommittee concernfng.~peniciJ.lin. z;fowever~+.the NAFDC did not 
agree with the Subcomm%ttee% r+xnmtendation couc&rn%ng the tetraeyclines 
recommending instead.that no changes be ma&e in the~prasent uses for 
products containing tetracyclines; This posit&on wai to be reevaluated 
with three years,. and reports afs &y uew i~fo~~~~.w~re to be discussed 
with the NAFDC every six monehs. 

We carefully considered the recommendations. of ths NAFDC, the Subcommittee, 
and our Bureau of Veterinary Medicine. We intend to implement the basic 
recommendations of,the.Subicox+ttee, which thong tith its expert consultants, 
presented what we believe to: be the most consldersd qqi indepth recommendatios 
We recognize, that this .is contrary, to the r~~~~e~d~ti~~ of the full 
NAFDC, but the public health expertise in the-issue e1earJ.y was in the 
Subcommittee-with its consu3tants and the technical st&ff in our Bureau 
of Veterinary Medicine. Coasequegntly, the contention by Mr. Affleck 
that the Agency rejected the recommendation of the &XFDC is technically 
correct but misleading. 

The Commissioner has stated ,that: 

"Although we can point to no specfffc instance in which human 
disease is more difficult to treat because drug resistance 
has arisen from an source, Lt is like&y that such 
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problems could havogone unnoticed?, PThe ~b~or~t~~a~ possibili.ty 
that drug-resistant pathogens can ba pro&&d by ant&biotic 
selection has beqne a,real threat~with the exigence of human 
diseases (tmhoid. ~d..cbildhood -me~ngit$&)- icillin- 
and chloramphenfcgl-~eaiotant SalmoneUa:tid The 
point is that known rou"ttes of tiaxisfer ,&&biotic 
use in animals can. contribute to such t 

Dr. Kennedy's statement is based upon a numbe,r of~wellrdocumented facts 
from.the recent scienttfic- Uterature. %any stGd&es have shown that the 
subtherapeutic use of antibiotic& iri an$mal'fl;ed leads-to an increase in 
transferable,drug resfstance in 3: co&i 5nc,om$arfson to nonmedicated 
controls~(Will~ams et al*, 2977; Bull&xg z&d S~~pb~~, 1972; Pl;alayson 
and. Barnum,. 1973; Levy et&., 1976; Sm&th and.~u~~~, 1975; Mercer s 
$&*9 197%; Van den &%even, 1972; and token,- Btl).. 

Recent studies have shown passage between anzbqsl and man of easily 
recsgmized strains of & cc+ or Salmonella tith spee ly marked R- 
plasmids (Levy et&,, 2976; ,HZrsch and WQer, 3976-; r&can cyanamid, 
submission to FDA, Aplcil.197~4;. Linton e%.=, 1977; Cooke et &, 1970; 
and Siegel, 1976). R-plasm&% are sma&Z trsns&zabls circles of DNA 
which occur outside the bacnerial chroaosome Zrna carry genes specifying 
for antibiotic reelstances. OtSjer studies have demonstrated the close 
relationship or identitiy of animal and h-h Ed.- c&P, based upon serological 
studies (Hartley et ab,‘, 1975) and new teohniques of-molecular biology 
which show closeness of'rela-tfonship or nualeotide sequences in plasmids 
from man and an&m&s (e,g*, DNA/D&A h$brid%fzation, heteroduplex analysas) 
(Anderson, Humphreyeand Wilfshaw, 1975). 

A number of stud&es have shown that humans in contact with animals 
receiving medicated feed have, a higher incidence of .drugaresistant 
organisms in their flora than do- cantrol populations. In addition, as 
stated earlier, the direct spread of resistant< ore;ssrisms from animals to 
man has been demonstrated usipg specially nzarked R-plasmZdss 

Studies have. shown similarity between bacrseri&. plastids from animals 
and man based upon plasmtd compatibility,' i,e,,. rhe ability of two 
plasmids to coexist fm a bacterial ceLl"(Patta, FDA,Contract 73-7210). 
Epidemiological studies have shown that, the ,+ phage types of S, 
typhimurium and the same c&&es of platids are present iii both?& and 
animal bearing resistance tos'a larger n&ber of, +mxibiatic resistances, 
The same types of. Salmonella typhi pla&ds.and antfbiqtic resistances 
were also found in man durinb.this worldwide su,%vey (Anderson, 1975). 
Furthermore, the ampicillin resZstanee gene sequences- from animal and . human E. calf -- 
and Nefsseria 

have &own to be similar to those from Efaemdptiilus influenzae 
gonorrheae (Elwall et&, i97%; and Elwell et al., 1977). 
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Antibiotic resistant E+ coU,favored by UBQ af antj;bicstics in ani- 
feed may transfer, the&r- pLzs;mlds to nonresis~atit Salmonellae in animals, 
which may be acquired by man (Anderson; 236@. The antibiotic-resistant 
E. coli may themselvesbe acGqujtr&d by man +nd transfered to nonresistant -- 
Salmonella organMz3 acquired from an ,a and .~a~s~g,food poisoning. 
Boston patients who we% given antibiotic therapy &aveLoped'drug-resistant 
Salmonellae and excretedthe organisms longer tbau ncmtreated patients 
(Aserkoff and Bennett, 1369). 

There is some evidence'that ~tbe addition of cartain antibiotics to 
anbal feeds does incrcaase gro&uction .efficiency and ,$robably helps 
preveat infectlor+ It is cmr belief.that these- re~A.ts are obtained at 
great risks to the pti2ic health, and that. the +a. regarding safety of 
animal drugs requfre us to sot to restrict that tisk. 

We are preparing an economic~analysis of our proposed- actions which till. 
be available at the time our proposals are publfshed in the Federal 
Register, . 

We appreciate the opportunityto respond to your 3.nquzir-y. Please advise 
us if we can be of any furth&x as&stance, 

Robert 6. WethereU, Jr., Director 
Office of.~~~~a~~~~ve Services 

4 Enclosures 
- . . ,. 

CC: H-K-20 (2) (w/cy inc. ) 


